IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re patent of: 



Confirmation No.: 3533 



HU et al 



Art Unit: 1647 



Patent. No.: 7,153,942 B2 
Issued: December 26, 2006 



Examiner: Landsman, Robert S. 

Atty. Docket: 1488.100000O/PAJ/LMB 



For: Vascular Endothelial Growth 



Factor 2 



Request for Certificate of Correction Under 37 C.F.R. § 1.322 



Attn: Certificate of Correction Branch 



Commissioner for Patents 
PO Box 1450 

Alexandria, VA 22313-1450 



Sir: 



It is hereby requested that a Certificate of Correction under 37 C.F.R. § 1.322 be 
issued for the above-captioned United States Patent. This Certificate of Correction is 
being requested due to mistakes which appear in the printed patent. These mistakes were 
made by the U.S. Patent and Trademark Office. 

Specifically, the printed patent contains the following errors for which a 
Certificate of Correction is respectfully requested: 

On the front page, first column, Section (63), please delete "filed on Nov. 21, 
1999" and insert therein — filed on Nov. 12, 1999 — . Support for this correction can be 
found in the updated Official Filing Receipt mailed on February 21, 2002, a copy of 
which is enclosed. 

In addition, in column 13, line 48 to column 14, line 65, please delete 
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"Ala(residue 24) - Ser(residue 419) 

Pro(25) - Ser(419) 

Ala(26) -- Ser(419) 

Ala(27) -- Ser(419) 

Ala(28) - Ser(419) 

Ala(29) - Ser(419) 

Ala(30) - Ser(419) 

Phe(31)- Ser(419) 

Glu(41)- Ser(419) 
Pro(42) - Ser(419) 
Asp(43) - Ser(419) 
Ala(44) -- Ser(419) 
Gly(45) -- Ser(419) 
Glu(46) - Ser(419) 
Ala(47) - Ser(419) 
Thr(48) - Ser(419) 
Ala(49) -- Ser(419) 
Tyr(50) - Ser(419) 
Ser(52) - Ser(419) 
Asp(54) - Ser(419) 
Val(62) - Ser(419) 
Val(65) - Ser(419) 

Met(l), Glu(23), or Ala(24) -- Met(418) 

Met(l), Glu(23), or Ala(24) - Gln(417) 

Met(l), Glu(23), or Ala(24) - Pro(416) 

Met(l), Glu(23), or Ala(24) - Arg(415) 

Met(l), Glu(23), or Ala(24) - Asp(311) 

Met(l), Glu(23), or Ala(24) - Pro(367) 

Met(l) - Ser(419) 

Met(l) - Ser(228) 

Glu(47) -- Ser(419) 

Ala(lll)-Lys(214) 

Ala(112)--Lys(214) 

His(113) -Lys(214) 

Tyr(114)-Lys(214) 

Asn(115) -Lys(214) 

Thr(116)--Lys(214) 

Thr(103) -Leu(215) 

Glu(104)-Leu(215) 

Glu(105) -Leu(215) 

Thr(106)--Leu(215) 

Ile(107) - Leu(215) 

Lys(108) -Leu(215) 

Phe(109) - Leu(215) 

Ala(110)-Leu(215) 

Ala(lll)-Leu(215) 



Glu(32) - Ser(419) 
Ser(33) - Ser(419) 
Gly(34) - Ser(419) 
Leu(35) -- Ser(419) 
Asp(36) - Ser(419) 
Leu(37) - (Ser(419) 
Ser(38) -- Ser(419) 
Asp(39) -- Ser(419) 
Ala(40) -- Ser(419) 

Met(l), Glu(23), or Ala(24) - Gln(414) 
Met(l), Glu(23), or Ala(24) - Trp(413) 
Met(l), Glu(23), or Ala(24) - Tyr(412) 
Met(l), Glu(23), or Ala(24) - Ser(411) 
Met(l), Glu(23), or Ala(24) - Pro(410) 
Met(l), Glu(23), or Ala(24) - Val(409) 
Met(l), Glu(23), or Ala(24) - Cys(408) 
Met(l), Glu(23), or Ala(24) - Arg(407) 
Met(l), Glu(23), or Ala(24) - Cys(406) 
Met(l), Glu(23), or Ala(24) - Val(405) 
Met(l), Glu(23), or Ala(24) - Glu(404) 
Met(l), Glu(23), or Ala(24) - Glu(403) 
Met(l), Glu(23), or Ala(24) -- Ser(402) 
Met(l), Glu(23), or Ala(24) - Gly(398) 
Met(l), Glu(23), or Ala(24) - Pro(397) 
Met(l), Glu(23), or Ala(24) - Lys(393) 
Met(l), Glu(23), or Ala(24) - Met(263) 



Tyr(114) - 
Asn(115) 
Thr(116) 
Thr(103) 
Glu(104) 
Thr(103) 
Glu(104) 
Glu(105) 
Thr(106) 
Ile(107) - 
Lys(108) 
Phe(109) 
Ala(110) 
Ala(l 1 1) 
Ala(112) 
His(113)- 
Tyr(114) 
Asn(115) 
Thr(116) 
Thr(103) 



Ser(228) 
-- Ser(228) 

- Ser(228) 

- Leu(229) 

- Leu(229) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 
• Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 

- Arg(227) 
-- Ser(213) 



Ala(112)-Leu(215) 

His(113) -Leu(215) 

Tyr(114)-Leu(215) 

Asn(115) -Leu(215) 

Thr(116)-Leu(215) 

Thr(103) - Ser(228) 

Glu(104) - Ser(228) 

Glu(105) - Ser(228) 

Thr(106) -- Ser(228) 

Ile(107) - Ser(228) 

Lys(108) -- Ser(228) 

Phe(109) - Ser(228) 

Ala(llO)-- Ser(228) 

Ala(lll) - Ser(228) 

Ala(112)-- Ser(228) 

His(113) - Ser(228) 

Thr(106) -- Lys(214) 

Ile(107) - Lys(214) 

Lys(108) -Lys(214) 

Phe(109) - Lys(214) 

Ala(110)-Lys(214) 

Glu(105) - Leu(229) 

Thr(106) -- Leu(229) 

Ile(107) -- Leu(229) 

Lys(108) - Leu(229) 

Phe(109) - Leu(229) 

Ala(110)-Leu(229) 

Ala(lll) -Leu(229) 

Ala(112) --Leu(229) 

His(113) --Leu(229) 

Tyr(114)-Leu(229) 

Asn(115) -- Leu(229) 

Thr(l 16) -- Leu(229)", and insert therein 

~ Ala(residue 25) - Ser(residue 419) 

Pro(26) - Ser(419) 

Ala(27) -- Ser(419) 

Ala(28) -- Ser(419) 

Ala(29) -- Ser(419) 

Ala(30) -- Ser(419) 

Ala(31)- Ser(419) 

Phe(32) -- Ser(419) 

Glu(42) - Ser(419) 
Pro(43) - Ser(419) 
Asp(44) - Ser(419) 
Ala(45) - Ser(419) 
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Glu(104)-- Ser(213) 
Glu(105) - Ser(213) 
Thr(106) -- Ser(213) 
Ile(107) -- Ser(213) 
Lys(108) - Ser(213) 
Phe(109) - Ser(213) 
Ala(110)- Ser(213) 
Ala(lll)-- Ser(213) 
Ala(112) -- Ser(213) 
His(113) - Ser(213) 
Tyr(114) - Ser(213) 
Asn(115) - Ser(213) 
Thr(116) - Ser(213) 
Thr(103) - Lys(214) 
Glu(104) - Lys(214) 
Glu(105) -- Lys(214) 
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Glu(33) - Ser(419) 
Ser(34) - Ser(419) 
Gly(35) -- Ser(419) 
Leu(36) - Ser(419) 
Asp(37) - Ser(419) 
Leu(38) -- Ser(419) 
Ser(39) - Ser(419) 
Asp(40)~ Ser(419) 
Ala(41) - Ser(419) 

Met(l), Glu(24), or Ala(25) - Gln(414) 
Met(l), Glu(24), or Ala(25) - Trp(413) 
Met(l), Glu(24), or Ala(25) - Tyr(412) 
Met(l), Glu(24), or Ala(25) - Ser(411) 
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or Ala(25 
or Ala(25 
or Ala(25 
orAla(25 
orAla(25 
or Ala(25 
or Ala(25 
or Ala(25 
orAla(25 
or Ala(25 
or Ala(25 
or Ala(25 
or Ala(25 



Gly(46) - Ser(419) Met(l), Glu(24), 

Glu(47) - Ser(419) Met(l), Glu(24), 

Ala(48) - Ser(419) Met(l), Glu(24), 

Thr(49) -- Ser(41 9) Met(l), Glu(24), 

Ala(50) - Ser(41 9) Met(l), Glu(24), 

Tyr(51)--Ser(419) Met(l), Glu(24), 

Ser(53) - Ser(419) Met(l), Gly(24), 

Asp(55) - Ser(419) Met(l), Glu(24), 

Val(63) -- Ser(419) Met(l), Glu(24), 

Val(66) - Ser(419) Met(l), Glu(24), 
Met(l), Glu(24), or Ala(25) - Met(418) Met(l), Glu(24), 
Met(l), Glu(24), or Ala(25) - Gln(417) Met(l), Glu(24), 

Met(l), Glu(24), or Ala(25) - Pro(416) Met(l), Glu(24), 
Met(l), Glu(24), or Ala(25) - Arg(415) 

Met(l), Glu(24), or Ala(25) - Asp(3 1 1) Tyr(l 14) - Ser(228) 

Met(l), Glu(24), or Ala(25) - Pro(366) Asn(l 15) - Ser(228) 

Met(l) - Ser(419) Thr(l 16) -- Ser(228) 

Met(l) - Ser(228) Thr(103) - Leu(229) 

Glu(47) -- Ser(4 1 9) Glu( 1 04) - Leu(229) 

Ala(l 1 1) - Lys(214) Thr(103) - Arg(227) 

Ala(l 12) - Lys(214) Glu(104) - Arg(227) 

His(l 13) -- Lys(214) Glu(105) - Arg(227) 

Tyr(l 14) -- Lys(214) Thr(106) - Arg(227) 

Asn(115) - Lys(214) Ile(107) -- Arg(227) 

Thr(l 16) - Lys(214) Lys(108) - Arg(227) 

Thr(103) - Leu(215) Phe(109) - Arg(227) 

Glu(104) - Leu(215) Ala(l 10) - Arg(227) 

Glu(105) - Leu(215) Ala(l 1 1) - Arg(227) 

Thr(106) -- Leu(21 5) Ala(l 12) Arg(227) 

Ile(107) - Leu(21 5) His(l 13) - Arg(227) 

Lys(108) -- Leu(215) Tyr(l 14) - Arg(227) 

Phe(109) -- Leu(215) Asn(l 15) - Arg(227) 

Ala(l 10) - Leu(215) Thr(l 16) -- Arg(227) 

Ala(l 1 1) - Leu(215) Thr(103) - Ser(213) 

Ala(l 12) - Leu(215) Glu(104) - Ser(213) 

His(l 13) - Leu(215) Glu(105) - Ser(213) 

Tyr(l 14) -- Leu(215) Thr(106) -- Ser(213) 

Asn(115) - Leu(215) Ile(107) - Ser(213) 

Thr(l 16) -- Leu(215) Lys(108) - Ser(213) 

Thr(103) -- Ser(228) Phe(109) -- Ser(213) 

Glu(104) - Ser(228) Ala(l 10) - Ser(213) 

Glu(105) - Ser(228) Ala(l 1 1) -- Ser(213) 

Thr(106) - Ser(228) Ala(l 12) - Ser(213) 

Ile(107) -- Ser(228) His(l 13) - Ser(213) 

Lys(l 08) - Ser(228) Tyr(l 14) - Ser(21 3) 

Phe(109) - Ser(228) Asn(l 15) - Ser(213) 

Ala(l 10) -- Ser(228) Thr(l 16) - Ser(213) 



- Pro(410) 

- Val(409) 

- Cys(408) 
-- Arg(407) 

- Cys(406) 

- Val(405) 
-- Glu(404) 

- Glu(403) 
-- Ser(402) 

- Gly(398) 

- Pro(397) 

- Lys(393) 

- Met(263) 
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Ala(lll) -- Ser(228) 
Ala(112)-- Ser(228) 
His(113) - Ser(228) 



Thr(103) - Lys(214) 
Glu(104) - Lys(214) 
Glu(105) - Lys(214) 



Thr(106) - Lys(214) 
Ile(107) - Lys(214) 
Lys(108) - Lys(214) 
Phe(109) -- Lys(214) 
Ala(110)-Lys(214) 
Glu(105) - Leu(229) 
Thr(106)-Leu(229) 
Ile(107) - Leu(229) 
Lys(108) -- Leu(229) 
Phe(109) - Leu(229) 
Ala(110)--Leu(229) 
Ala(lll)-Leu(229) 
Ala(112) -Leu(229) 
His(113) -Leu(229) 
Tyr(114)--Leu(229) 
Asn(115) -- Leu(229) 
Thr(116)-Leu(229) -. 

Support for this correction can be found in the Preliminary Amendment filed on 

April 12, 2006, a copy of which is enclosed. 
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Remarks 



The above-noted corrections do not involve such changes in the patent as would 
constitute new matter or would require reexamination. 

A completed Form PTO/SB/44 accompanies this request, with the above-noted 
corrections printed thereon. Accordingly, a Certificate of Correction is believed proper 
and issuance thereof is respectfully requested. No fee is required because this was a 
mistake of the USPTO. 

The Commissioner is hereby authorized to charge any fee deficiency, or credit 
any overpayment, to our Deposit Account No. 19-0036. 



Respectfully submitted, 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 




Lori M. Brandes 
Agent for Patentees 
Registration No. 57,772 



Date: 



1 100 New York Avenue, N.W. 
Washington, D.C. 20005-3934 
(202) 371-2600 
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PATENT NO: 7,153,942 B2 

DATED: December 26, 2006 

INVENTOR(S): HU et al. 

It is certified that error appears or errors appear in the above-identified patent and that said 
Letters Patent is hereby corrected as shown below. 

On the front page, first column, Section (63), please delete "filed on Nov. 21, 1999" 
and insert therein — filed on Nov. 12, 1999 — . 

In column 13, line 48 to column 14, line 65, please delete 



"Ala(residue 24) - Ser(residue 419) 

Pro(25) - Ser(419) 

Ala(26) - Ser(419) 

Ala(27) -- Ser(419) 

Ala(28) - Ser(419) 

Ala(29) - Ser(419) 

Ala(30) - Ser(419) 

Phe(31)~ Ser(419) 

Glu(41)~ Ser(419) 
Pro(42) - Ser(419) 
Asp(43) - Ser(419) 
Ala(44) -- Ser(419) 
Gly(45) - Ser(419) 
Glu(46) - Ser(419) 
Ala(47) - Ser(419) 
Thr(48) - Ser(419) 
Ala(49) - Ser(419) 
Tyr(50) - Ser(419) 
Ser(52) -- Ser(419) 
Asp(54) -- Ser(419) 
Val(62) - Ser(419) 
Val(65) - Ser(419) 

Met(1), Glu(23), or Ala(24) - Met(418) 
Met(1), Glu(23), or Ala(24) - Gln(417) 



Glu(32) - Ser(419) 
Ser(33) - Ser(419) 
Gly(34) - Ser(419) 
Leu(35) - Ser(419) 
Asp(36) - Ser(419) 
Leu(37) - (Ser(419) 
Ser(38) - Ser(419) 
Asp(39) - Ser(419) 
Ala(40) - Ser(419) 

Met(1), Glu(23), or Ala(24) - Gln(414) 
Met(1), Glu(23), or Ala(24) - Trp(413) 
Met(1), Glu(23), or Ala(24) - Tyr(412) 
Met(1 ), Glu(23), or Ala(24) - Ser(41 1 ) 
Met(1), Glu(23), or Ala(24) - Pro(410) 
Met(1 ), Glu(23), or Ala(24) - Val(409) 
Met(1), Glu(23), or Ala(24) - Cys(408) 
Met(1), Glu(23), or Ala(24) - Arg(407) 
Met(1), Glu(23), or Ala(24) - Cys(406) 
Met(1), Glu(23), or Ala(24) - Val(405) 
Met(1), Glu(23), or Ala(24) - Glu(404) 
Met(1), Glu(23), or Ala(24) - Glu(403) 
Met(1), Glu(23), or Ala(24) - Ser(402) 
Met(1), Glu(23), or Ala(24) - Gly(398) 
Met(1), Glu(23), or Ala(24) - Pro(397) 
Met(1), Glu(23), or Ala(24) - Lys(393) 



MAILING ADDRESS OF SENDER (Please do not use customer number below): 
1 100 New York Avenue, NW 
Washington DC 20005-3934 
Atty.Dkt.No. 1488.100000O/PAJ/LMB 

This collection of information is required by 37 CFR 1.322, 1.323 and 1.324. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to 
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1.0 hour to complete, including gathering, preparing, and 
submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you are required to complete this form 
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, 
Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Attention Certificate of Corrections Branch, Commissioner for 
Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 

If you need assistance in completing the form, call 1-800-PTO-9199 (1-800-786-9199) and select option 2. 
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Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number 
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Met(1), Glu(23), or Ala(24) 


-- Pro(416) 


Met(1), Glu(23), or Ala(24) Met(263) 


Met(1), Glu(23), or Ala(24) 


-- Arg(415) 




ft ft A. £ A \ I f 4~\ A \ A 1 f 4~\ A \ 

Met(1), Glu(23), or Ala(24) 


- Asp(311) 


Tyr(114) - Ser(228) 


ft ft A / A \ 1 / f\ \ a 1 A \ 

Met(1), Glu(23), or Ala(24) 


Pro(367) 


Asn(115) -- Ser(228) 


ft ft _L / A \ i A A /"V \ 

Met(1)-- Ser(419) 




Thr(116) -- Ser(228) 


ft ft A / A \ ^\ / f*\ f% \ 

Met(1)~ Ser(228) 




Thr(103) Leu(229) 


Glu(47) Ser(419) 




Glu(104)-- Leu(229) 


Al / A A A \ ■ /f\ A A \ 

Ala(1 11) Lys(214) 




Thr(103) Arg(227) 


a I £ A A r\ V I in a\ a \ 

Ala(112) -- Lys(214) 




Glu(104) -- Arg(227) 


His(1 13) - Lys(214) 




Glu(105) -- Arg(227) 


Tyr(114) - Lys(214) 




Thr(106) -- Arg(227) 


A £ A A ^ \ 1 /A A A \ 

Asn(115) - Lys(214) 




lle(107) -- Arg(227) 


Thr(116) -- Lys(214) 




Lys(108) - Arg(227) 


Thr(103) -- Leu(215) 




Phe(109) -- Arg(227) 


Glu(104) - Leu(215) 




Ala(110) -- Arg(227) 


Glu(105) - Leu(215) 




Ala(1 11) — Arg(227) 


Thr(106) -- Leu(215) 




Ala(112) - Arg(227) 


lle(107) - Leu(215) 




His(1 13) - Arg(227) 


Lys(108) Leu(215) 




Tyr(114) -- Arg(227) 


Phe(109) -- Leu(215) 




Asn(115) -- Arg(227) 


A 1 £ A A /"V \ 1 £4*\ A ^ \ 

Ala(110) -- Leu(215) 




Thr(116) - Arg(227) 


Al £ A A A \ 1 / /"\ a ^ \ 

Ala(1 11) -- Leu(215) 




Thr(103) Ser(213) 


A 1 £ A A **\ \ 1 / rf-t J ^ \ 

Ala(112) Leu(215) 




Glu(104) Ser(213) 


11* £ A A r\\ 1 / A ^ \ 

His(113) - Leu(215) 




Glu(105) - Ser(213) 


T» £ A A A \ 1 / /*\ A t~ \ 

Tyr(114) Leu(215) 




Thr(106) - Ser(213) 


A / A A I- \ t ff\ A f \ 

Asn(115) Leu(215) 




lle(107) Ser(213) 


"T"i t A A rw ■ ir\A f" \ 

Thr(116) - Leu(215) 




Lys(108) Ser(213) 


Thr(103) - Ser(228) 




Phe(109) -- Ser(213) 


| £ A A A \ £f\ /"\ f \ \ 

Glu(104) -- Ser(228) 




At / A A yv \ a a \ 

Ala(110) -- Ser(213) 


Glu(105) -- Ser(228) 




Ala(1 11) — Ser(213) 


Thr(106) -- Ser(228) 




Ala(112) -- Ser(213) 


lle(107) -- Ser(228) 




His(1 13) -- Ser(213) 


Lys(108) -- Ser(228) 




Tyr(114) -- Ser(213) 


Phe(109) - Ser(228) 




Asn(115) -- Ser(213) 


Ala(110) -- Ser(228) 




Thr(116) Ser(213) 


Ala(111)~ Ser(228) 




Thr(103) Lys(214) 


Ala(112) - Ser(228) 




Glu(104) Lys(214) 


His(1 13) - Ser(228) 




Glu(105) Lys(214) 


Thr(106) Lys(214) 






lle(107) -- Lys(214) 






LyspUo; -- Lys^14; 






Phe(109) -- Lys(214) 






Ala(110) Lys(214) 






Glu(105) - Leu(229) 






Thr(106) - Leu(229) 







MAILING ADDRESS OF SENDER (Please do not use customer number below): 

1 1 00 New York Avenue, NW 
Washington DC 20005-3934 

Atty.Dkt.No. 1488.100000O/PAJ/LMB 

This collection of information is required by 37 CFR 1.322, 1.323 and 1.324. The information is required to obtain or retain a benefit by the public which is to file (and by the USPT0 to 
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 1.0 hour to complete, including gathering, preparing, and 
submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you are required to complete this form 
and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, 
Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Attention Certificate of Corrections Branch, Commissioner for 
Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 

If you need assistance in completing the form, call 1-800-PTO-9199 (1-600-786-9199) and select option 2. 
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lle(107) — Leu(229) 








Lys(lUo) l_eu(229) 








Pne(i09) — Leu(229) 








Ala(110) - Leu(229) 








Ala(111)~ Leu(229) 








Ala(1 12) -- Leu(229) 








His(1 1 3) — Leu(229) 








Tyr(1 14) -- Leu(229) 








Asn(1 1 5) — Leu(229) 








Thr(1 16) — Leu(229) and insert therein 








-- Ala(residue 25) — Ser(residue 419) 


Glu(33) -- Ser(419) 






Pro(26) -- Ser(419) 


Ser(34) - Ser(419) 






Ala(27) -- Ser(419) 


Gly(35) — Ser(419) 






Ala(28) - Ser(419) 


Leu(36) -- Ser(419) 






Ala(29) - Ser(419) 


Asp(37) -- Ser(419) 






Ala(30) - Ser(419) 


Leu(38) -- Ser(419) 






Ala(31) -- Ser(419) 


Ser(39) Ser(419) 






Phe(32) — Ser(419) 


Asp(40)-- Ser(419) 








Ala(41) -- Ser(419) 






CjIU(42) — ber(419) 


Met(1), Glu(24), or Ala(25) 


A A\ 

— Gln(414) 




rro(4o) — ber(4l9) 


Met(1), Glu(24), or Ala(2o) 


"T*-a / A a n\ 

— Trp(413) 




A _ _ / /I >1 \ O a»>/ /I -4 OA 

Asp(44) — oer(419) 


Met(1), Glu(24), or Ala(25) 


— Tyr(412) 




Ala(4o) — ber(4l9) 


Met(1 ), Glu(24), or Ala(25) 


O am/ /I A A \ 

— Ser(41 1 ) 




oly(4b) — ber(419) 


Met(1 ), Glu(24), or Ala(25) 


Dma/ yl H r\\ 

— Pro(410) 




(jlU(47) -- ber(419) 


Me^l), Glu(24), or Ala(25) 


— Val(409) 




Aia(4o) -- ber(4iy) 


Me^l), Glu(24), or Ala(2o) 


— Cys(408) 




Tnr(49) — Ser(419) 


Met(1 ), Glu(24), or Ala(2o) 


A ma / A f\~7\ 

- Arg(407) 




Ala(oO) -- ber(419) 


Met(1), Glu(24), or Ala(25) 


/~v. .—./a f\r*\ 

— Cys(406) 




Tyr(51 ) — Ser(41 9) 


Met^l), Glu(24), or Ala(2o) 


— Val(405) 




Ser(53) — Ser(419) 


Met(1), Gly(24), or Ala(25) 


— Glu(404) 




Asp(55) -- Ser(419) 


Met(1), Glu(24), or Ala(25] 


- Glu(403) 




Val(o3) — Ser(419) 


Met(1), Glu(24), or Ala(25) 


~ Ser(402) 




Val(oo) -- Ser(419) 


Met(1), Glu(24), or Ala(25) 


- Gly(398) 




Met(1), Glu(24), or Ala(25) - Met(418) 


Met(1), Glu(24), or Ala(25] 


-- Pro(397) 




Met(1 ), Glu(24), or Ala(25) -- Gln(417) 


R Jl A J- / H \ 1>./0>|\ AM AIa/OT\ 

Met(1), Glu(24), or Ala(25] 


— Lys(393) 




Met(1), Glu(24), or Ala(25) -- Pro(416) 


Met(1), Glu(24), or Ala(25] 


- Met(263) 




ft A —1./ A \ 1 . . /O. /I \ a— Ai«/or\ A >l *f IT\ 

Met(1 ), Glu(24), or Ala(25) — Arg(41 5) 








Met(1 ), Glu(24), or Ala(25) - Asp(31 1 ) 


Tyr(114) - Ser(228) 






Met(1), Glu(24), or Ala(25) - Pro(366) 


Asn(115) -- Ser(228) 














Met(1)- Ser(228) 


Thr(103) - Leu(229) 






Glu(47) - Ser(419) 


Glu(104)- Leu(229) 






Ala(111)- Lys(214) 


Thr(103) - Arg(227) 






Ala(112) - Lys(214) 


Glu(104) - Arg(227) 
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His(113) Lys(214) 


Glu(105) » Arg(227) 


Tyr(114) » Lys(214) 


Thr(106) -- Arg(227) 


Asn(115) Lys(214) 


lle(107) Arg(227) 


Thr(116) Lys(214) 


Lys(108) Arg(227) 


Thr(103) -- Leu(215) 


Phe(109) Arg(227) 


Glu(104) - Leu(215) 


Ala(110) - Arg(227) 


Glu(105) -- Leu(215) 


Ala(111) -- Arg(227) 


Thr(106) -- Leu(215) 


Ala(112) -- Arg(227) 


lle(107) Leu(215) 


His(113) -- Arg(227) 


Lys(108) Leu(215) 


Tyr(114)» Arg(227) 


Phe(109) Leu(215) 


Asn(115) Arg(227) 


Ala(110) Leu(215) 


Thr(116) - Arg(227) 


Ala(111) Leu(215) 


Thr(103) -- Ser(213) 


Ala(112) Leu(215) 


Glu(104) -- Ser(213) 


His(113) Leu(215) 


Glu(105) Ser(213) 


Tyr(114) Leu(215) 


Thr(106) -- Ser(213) 


Asn(115) Leu(215) 


lle(107) Ser(213) 


Thr(116) - Leu(215) 


Lys(108) - Ser(213) 


Thr(103) -- Ser(228) 


Phe(109)« Ser(213) 


Glu(104) -- Ser(228) 


Ala(110) -- Ser(213) 


Glu(105) - Ser(228) 


Ala(111)» Ser(213) 


Thr(106) -- Ser(228) 


Ala(112) » Ser(213) 


lle(107) -- Ser(228) 


His(113) -- Ser(213) 


Lys(108) Ser(228) 


Tyr(114) Ser(213) 


Phe(109) Ser(228) 


Asn(115) Ser(213) 


Ala(110) -- Ser(228) 


Thr(116) -- Ser(213) 


Ala(1 11) — Ser(228) 


Thr(103) - Lys(214) 


Ala(112) - Ser(228) 


Glu(104) Lys(214) 


His(113) -- Ser(228) 


Glu(105) -- Lys(214) 


Thr(106) Lys(214) 




lle(107) -- Lys(214) 




Lys(108) -- Lys(214) 




Phe(109) -- Lys(214) 




Ala(110) Lys(214) 




Glu(105) - Leu(229) 




Thr(106) -- Leu(229) 




lle(107) - Leu(229) 




Lys(108) - Leu(229) 




Phe(109) - Leu(229) 




r\\a\ i \\J) — Ltfu^^yy 




Ala(111)« Leu(229) 




Ala(112)« Leu(229) 




His(113) -- Leu(229) 




Tyr(114) - Leu(229) 




Asn(115) -- Leu(229) 




Thr(116) Leu(229) 
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Preliminary Amendment Under 37 C.F.R. § 1.115 



Mail Stop Amendment 

Commissioner for Patents 
PO Box 1450 

Alexandria, VA 22313-1450 
Sir: 

In advance of prosecution, Applicants submit the following amendments and 
remarks. 

It is not believed that extensions* of time or fees for net addition of claims are 
required beyond those that may otherwise be provided for in documents accompanying 
this paper. However, if additional extensions of time are necessary to prevent 
abandonment of this application, then such extensions of time are hereby petitioned 
under 37 C.F.R. § 1.136(a), and any fees required therefor (including fees for net 
addition of claims) are hereby authorized to be charged to our Deposit Account No. 
19-0036. 

Amendments to the Specification begin on page 2 of this paper. 
Remarks begin on page 9 of this paper. 
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Amendments to the Specification 

Please replace the paragraph on page 1 that begins on line 3 with the following 
amended paragraph: 

This application is a continuation of U.S. Application No. 09/438,538, filed 
November 12, 1999 (now abandoned), which is a division of U.S. Application No. 
09/042,105, filed March 13, 1998 (now U.S. Patent No. 6,040,157, issued on March 21, 
2000), which is a continuation-in-part of U.S. Application No. 08/999,811, filed 
December. 24, 1997 (now issued U.S. Patent No. 5,932,540), which is a continuation-in- 
part of both U.S. Application Serial Application No. 08/465,968, filed June 6, 1995 
rnow issued U.S Patent No. 6.608.182), and Serial U.S. Application No. 08/207,550, 
(now abandoned), said 08/465,968 is a continuation-in-part of U.S. Application Serial 
No. 08/207,550, filed March 8, 1994 (now abandoned), all of which claim priority under 
35 U.S.C. § 120, and all are hereby incorporated by reference in their entirety. 

Please replace the paragraph on page 8 that begins on line 19 with the following 
amended paragraph: 

FIGs. 26 A G dopicto 26A-26G depict the ability of VEGF2 to affect the diastolic 
blood pressure in spontaneously hypertensive rats (SHR). FIGs. 26a and b depict the 
dose-dependent decrease in diastolic blood pressure achieved with VEGF2. (FIGs. 26c 
and d depict the decreased mean arterial pressure (MAP) observed with VEGF2. For 
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FIGs. 26E-G. increasing doses of VEGF-2 (HG00403-B8, HG00404-C5, and HG00404- 
C4) were administered to 13-14 week old SHR and the data are expressed as the mean 
+/- SEM, Statistical analysis were performed with a paired t-test and significance was 
defined as p < 0.05 vs. the response buffer alone. Panel E shows the effect of increasing 
doses of VEGF-2 on the mean arterial pressure (MAP) of SHR rats. The response to B8 
and C4 were significant at the 300 ug/kg dose. The response to C5 was significant at the 
100. 300 and 900 |ig/kg doses. Panel F shows the effect of VEGF-2 on the diastolic 
blood pressure of SHR rats. The response to B8 was significant at the 300 [ig/kg dose- 
Administration of G5 yielded significant responses at doses greater than or equal to 100 
jig/kg. The response to C4 was significant when 10. 100. 300 and 9 00 ^ig/kg were given. 
Panel G shows the effect of VEGF-2 on the diastolic blood pressure of SHR rats. The 
response to B8 was significant only at the 300 ug/kg dose and wh en given acetylcholine. 
The responses to C4 and C5. while much less dramatic, we re statistically significant at 
all dose levels. 

Please replace the paragraph on page 9 that begins on line 8 with the following 
amended paragraph: 

In accordance with one aspect of the present invention, there are provided 
isolated nucleic acid molecules comprising a polynucleotide encoding a VEGF2 
polypeptide having the deduced amino acid sequence of Figure 1 (SEQ ED NO:2), which 
was determined by sequencing a cloned cDNA. The nucleotide sequence shown in SEQ 
ID NO:l was obtained by sequencing a cDNA clone, which was deposited on May 12, 
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1995 at the American Typo Tissu e Collection (ATCC), 12301 Park Lawn Driv e , 
Rockvill e , Maryland 20 8 52, American Tvpe Culture Collection (ATCC), Patent 
Depository, 10801 University Boulevard. Manassas. VA 20110, and given ATCC 
Deposit No. 97149. 

Please replace the paragraph on page 9 that begins on line 16 with the following 
amended paragraph: 

In accordance with another aspect of the present invention, there are provided 
isolated nucleic acid molecules comprising a polynucleotide encoding a truncated 
VEGF2 polypeptide having the deduced amino acid sequence of Figure 2 (SEQ ID 
NO:4), which was determined by sequencing a cloned cDNA. The nucleotide sequence 
shown in SEQ ID NO:3 was obtained by sequencing a cDNA clone, which was 
deposited on March 4, 1994 at the American Typo Tissue Collection (ATCC), 12301 
Park Lawn Drivo, Rookvillo, Maryland 20 8 52, American Tvpe Cultur e Collection 
(ATCCV Patent Depository. 10801 University Boulevard, Manassas, V A 20110, and 
given ATCC Deposit Number 75698. 

Please replace the paragraph beginning at page 22, line 6 with the following 
amended paragraph: 

Particularly preferred VEGF-2 polypeptides are shown below (numbering 
starts with the first amino acid in the protein (Met) (Figure 1 (SEQ ID NO: 18)): 
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Ala (residue 34 25) » Ser (residue 419) 


Glu (33 33) ~ 


Ser (419) 


Pro (3$ 26) --Ser (419) 


Ser(33 34)~ 


Ser (4 19) 


Ala (2€27)-- Ser (419) 


Gly(34 35)~ 


Ser (419) 


Ala (£7 28) ~ Ser (419) 


Leu (3S 36) - 


■ Ser (419) 


Ala (2$ 29) -- Ser (419) 


Asp (36 37) - 


■ Ser (419) 


Ala (39 30) - Ser (419) 


Leu (37 38) - 


-(Ser (419) 


Ala (30 31)-- Ser (419) 


Ser (38 39)-- 


Ser (4 19) 


Phe (54 32) -- Ser (419) 


Asp (39 40)- 


Ser (4 19) 




Ala(40 4i)- 


• Ser (4 19) 



Glu (44- 42) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Gin (414) 

Pro (42- 43) - Ser (419) Met(l), Glu (24 24), or Ala (24 25) - Trp (413) 

Asp (4 J 44) - Ser (419) Met(l), Glu (24 24), or Ala (24 25) - Tyr (412) 

Ala ([[44]] 45) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Ser (411) 

Gly (45 46) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Pro (410) 

Glu (44> 47) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Val (409) 

Ala (4 ? 48) - Ser (419) Met (1), Glu (33 24), or Ala (34 25) - Cys (408) 

Thr (48 49) - Ser (419) Met (1), Glu (3424), or Ala (34 25) -- Arg (407) 

Ala (49 50) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Cys (406) 

Tyr (50 M) -- Ser (4 1 9) Met( 1), Glu (33 24), or Ala (34 25) - Val (405) 

Ser (#3 53) - Ser (419) Met(l), Gly (33 24), or Ala (34 25) - Glu (404) 

Asp (§4 55) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Glu (403) 

Val (63 63) - Ser (419) Met(l), Glu (33 24), or Ala (34 25) - Ser (402) 

Val (65 66) - Ser (419) Met(l), Glu (3* 24), or Ala (34 25) - Gly (398) 

Met(l), Glu (24 24), or Ala (34 25) - Met (418) Met(l), Glu (33 24), or Ala (24 25) - Pro (397) 
Met(l), Glu (24 24), or Ala (24 25) - Gin (417) Met(l), Glu (24 24), or Ala (34 25) - Lys (393) 
Met(l), Glu (33 24), or Ala (34 25) - Pro (416) Met(l), Glu (24 24), or Ala (24 25) -- Met(263) 
Met(l), Glu (34 24), or Ala (34 25) -- Arg (415) 
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Met( 1 ), Ghi (» 24), or Ala (34 25) • 

Met(l), Glu (23 24), or Ala (34 25) - 

Met(l)- Ser (419) 

Met(l)-- Ser(228) 

GIu(47) « Ser(419) 

Ala(lll)-- Lys(214) 

Ala(112) -- Lys(214) 

His(113)« Lys(214) 

Tyr(114) -- Lys(214) 

Asn(115) - Lys(214) 

Thr(116) - Lys(214) 

Thr(103) - Leu(215) 

Glu(104) »Leu(215) 

Glu(105) - Leu(215) 

Thr(106) Leu(215) 

Ile(107) Lcu(215) 

Lys(108) -- Leu(215) 

Phe(109) - Leu(215) 

Ala(llO) - Leu(215) 

Ala(lll)- Leu(215) 

Ala(112) Leu(215) 

His(113) -- Leu(215) 

Tyr(M4) -- Leu(215) 

Asn(115) -- Leu(215) 

Thr(116) - Leu(215) 

Thr(103) ~ Ser(228) 

Glu(104) - Ser(228) 

Glu(105) -- Ser(228) 



Asp(311) Tyr(114)--Ser(228) 
■ Pro 36© Asn(l 15) Ser(228) 
Thr(116) » Ser(228) 
Thr(103) » Leu(229) 
Glu(104) Leu(229) 
Thr(103) - Arg(227) 
Glu(104)-Arg(227) 
Glu(105) Arg(227) 
Thr(106) -- Arg(227) 
Ile(107) Arg(227) 
Lys(108) -- Arg(227) 
Phe(109) -Arg(227) 
Ala(llO) - Arg(227) 
Ala(lll)-Arg(227) 
Ala(ll2) - Arg(227) 
His(113) Arg(227) 
Tyr(114)-- Arg(227) 
Asn(115) - Arg(227) 
Thr(116)-Arg(227) 
Thr(103) Ser(213) 
Glu(104) » Ser(213). 
Glu(105) -- Ser(213) 
Thr(106) - Ser(213) 
Ile(107) - Ser(213) 
Lys(108) Ser(213) 
Phe(109) Ser(213) 
Ala(llO) -- Ser(213) 
Ala(lll)-- Ser(213) 
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Thr(106) - 


- Ser(228) 


Ala(112). 


Ser(213) 


Ile(107) 


Ser(228) 


His(ll3)- 


- Ser(213) 


Lys(108)- 


- Ser(228) 


Tyr(114) 


« Ser(2l3) 


Phe(109)- 


- Ser(228) 


Asn(115) 


Ser(2l3) 


Ala(llO)- 


- Ser(228) 


Thr(116) 


» Ser(213) 


Ala(lll) - 


- Ser(228) 


Thr(103) 


Lys(214) 


Ala(112)- 


- Ser(228) 


G1u(104) 


-- Lys(214) 


His(113) - 


- Ser(228) 


Glu(105) 


--Lys(214) 


Thr(106) - 


- Lys(214) 






Ile(107) 


Lys(214) 






Lys(108)- 


- Lys(214) 






Phe(109)- 


- Lys(214) 






Ala(llO)- 


■- Lys(214) 






Glu(105)- 


- Leu(229) 






Thr(106). 


Leu(229) 






Ile(107) 


■ Leu(229) 






Lys(108) 


- Leu(229) 






Phe(109) 


- Leu(229) 






Ala(llO) 


- Leu(229) 






Ala(lll) 


- Leu(229) 






Ala(112) 


- Leu(229) 






His(113) 


- Leu(229) 






Tyr(114) 


« Leu(229) 






Asn(115) 


-- Leu(229) 






Thr(116) 


- Leu(229) 
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Please replace the paragraph on page 24 that begins on line 18 with the following 
amended paragraph: 

Preferred embodiments include the following deletion mutants: Thr(103) -- 
Arg(227); Glu(104) -- Arg(227); Ala(112) -- Arg(227); Thr(103) - Ser(213); Glu(104) - 
Ser(213); Thr(103) -- Leu(215); Glu(47) -- Ser(419); Met(l), Glu(22 24), or Ala(34 25) 
- Met(263); Met(l), Glu(22 24), or Ala(24 25) -- Asp(311); Met(l), Glu (32 24), or 
Ala(34 25) - Pro 366); Met(l) - Ser(419); and Met(l) -- Ser(228) of (Figure 1 
(SEQIDNO:18)). 
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Remarks 



In the specification, the paragraph on page 1 that begins on line 3 has been 
amended to reflect the current status of the applications in the priority claim. The 
paragraph on page 8 that begins on line 19 has been amended to match Figures 26A- 
26G. The paragraph on page 9 that begins on line 8 and the paragraph on page 9 that 
begins on line 16 have been amended to reflect the correct title of the American Tissue 
Culture Collection and its current address. The residue numbering at the paragraph on 
page 22 that begins on line 6 and the paragraph on page 24 that begins on line 18 has 
been amended to match Figure 1 and SEQ ID NO:18. Accordingly, these changes are 
supported by the specification as filed, and thus, no new matter has been added. 



Atty. Dkt. No. 1488.100000O/HCC/LMB 



-10- 



Hu et al 
Appl.No. 09/935,726 



Conclusion 



Prompt and favorable consideration of this Preliminary Amendment is 
respectfully requested. Applicants believe the present application is in condition for 
allowance. If the Examiner believes, for any reason, that personal communication will 
expedite prosecution of this application, the Examiner is invited to telephone the 
undersigned at the number provided. 



Respectfully submitted, 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 





Helene C. Carlson 
Agent for Applicants 
Registration No. 47,473 



Date: Z. 
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Sir: 

Transmitted herewith for appropriate action are the following documents: 

1 . Request for Certificate of Correction Under 37 C.F.R. § 1 .322; 

2. United States Patent and Trademark Office Certificate of Correction (Form 
PTO/SB/44); 

3. Copy of the Official Filing Receipt mailed February 21, 2002; and 

4. Copy of the Preliminary Amendment filed on April 12, 2006. 
The above-listed documents are filed electronically through EFS-Web. 
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The U.S. Patent and Trademark Office is hereby authorized to charge any fee deficiency, 
or credit any overpayment, to our Deposit Account No. 19-0036. 
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